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0 Combination dosage form for premenopeusai womwii. 



0 Disclosed herein '*» a method of providing horr 
monal replacement tfilerapy and contraceptlpn for a 
pre-menopausal woman, which comprises admini^ 
tering to a pre-menopausal woman in need thereof a 
combination dosage fbrm of an estrogen selected 
• from 

0^2JD mg. of 17^-estradlol, 
0.008-0.030 mg. of ethinyl estradiol, and 
OJ015-O.O6O mg. of mestranol; . 
and a progestogen selected from 

0.025-0.100 mg. of levonoroestrei. 
0.0lO-Oi)7O mg. of gestodena. 
0.025-0.100 mg. of desogestrel, 
fm;' 0.025-0.100 mg. of 3-ketode$ogestrel, and 
^ 0.085^.35 mg. of noretf iln dione.. 
^sald combinatton (tosage form being admir^stered 
Qfor 23-25 days beginning at day one of the men* 
Ostnial cycle, followed by 2-5 pill-free or blar^ pill 
^days. tor a tofal of 28 days in the administration 
^ cycle; The preferred dosage form of the invention is 
Na combination of 1 mg. of 17^-estradiol and 0.050 or 
Q 0.075 mg. of tevonorgestrei. The prefened admin- 
istrstion cycle of the invention is administration of 
^the combinatipn dosage iorm for the first 24 days of 
the menstrual cycle and no dosage fonn for the. last 
4 days of the menstrual cyde. 
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dOMBINATION DOSAGE FORM FOR >RE>MENOPAU$AL WOMBt 



the subject invention provides hormonal re> ' 
placement therapy and contr^eptive protection for 
the pre-menopaisal woman in need thereof. Such 
therapy and contraceptive protecdon is provided by 
a combination dosage form of the invention which 
comprises a low- dose of an. estrogen combined 
With a very low dose of a progestogen. A preferred 
cpmt)ination dosage form of the Invention com- 
prises 0.5-2.0 mg. of 17^-estradiol and 0.025-O.iOD 
mg. of levonorgestrdl. The combination dosage 
form of. the invention is administered for the first 
2^26 days of the menstrual cycle, followed by 2-5 
plll-free or blank pill days, for a total of 28 days In 
the administration cycle. The prefen-ed adrrilnistm- 
tion cyde is 24 days pf the combination dosage 
form and 4 days of no dosage form. 

Pre-merK)pause is defined as the time around 
. 40 years of age when a woman can reasonably be 
said to be approaching menopause (the last rhen- 
strual peripd) or the time when a woman feels the 
approach ^of menopause by experiencing pre- 
menopausal irregularities in her menstrual cycle or 
other hypoestroigenic symptoms^ 

The woman, over forty is in a transitional period 
In which her hormone levels are waning; she stio 
ovulates and yet she experiences rnany. of the 
symptoms of the hypbestrogenic woman, insom- 
nta^ot flushes,, irritabinty, etc. The fact that these 
worhen are still menstruating has led to the uni- 
formed attitude tha^ her complaints are psychoso- 
matic iripri^ 

The cGmacteric Is mariced by many changes . 
due to the natural aging process; all of wNch are. 
modified by Individual life-stytes. Both natural and 
surgical menopause appear to be associated with 
adverse chariges in metaboDc parameters airid in 
honnone levels. For example, the metaboBc 
chartge In tiie blood lipid profile of the post-meno- . 
pausat woman may lead to the development of 
athersclerosls. hypertension and coronary heart 
disease. See Notetovitz M. Graig SK, Rappaport V, 
et al: 'Menopausal status associated with in- 
creased Inhibition of blood coagulation," Am J Ob- 
stet Gynecol 141:149, (1881); Notelovrtz IM, Greig 
HBW.. "Natural estre^ gen and anti*thrombin HI activ- 
ity in postmenopausal women,* J Reprod Med 
16:87 (1976); Nielsen FH. Honore EJO-istoffersen K, 
et al, "Changes in serum Gpids during treatment 
with norgestrel, . estradiol-valerate . and 
cyctoprogynorL** Acta Obstet Gynecol Scaiid 
56:367 (1977) and Patersai MEL, Sturdee DW. 
Moore B, "The effect of various regimens of hor- 
mone therapy on serum cholesterol and 
triglyceride concentrations in postmenopausal 
women.- Br J Obstet Gynecol 87:552 (1980). Ad- 



verse, changes in hormonal levels of this pos^ 
menopausal woman are associated wHh en* 
dometrial and breast cancer and with osterporosis. 
See Gambrell RD Jr, BagneO OA, Greenblatt RB, 

s *Role of estrogens and progesterone in the etiol* 
ogy and prevention of esndometriai cancer Re* 
view," Am J Obstet Gynecol 146:698 (1883); Qanir 
brell RD. Jr, The prevention of endometrial cancer 
in postmenopausal women with progestogen,*. 

70 Maturitas 1:107 (1978): and Nachtigall . LE, Nach- 
tigail RH, Nachtigall RD, et al, "Estrogen replace- 
ment therapy: I. A . 10-year prospective study in tt^ 
retatiortship to osteoporosis,** Obstet Gynecol 
53:277.(1979). , . . . 

16 the years aiter 40 witness an ever inaeasing 
number of ariovulatory cycles, leaving a woman still 
menstruating but exposed to variable periods of 
, uf}0{^}osed estrogen. It is impossible to predict 
which cycles wiH be ovulatory or anovulatory be* 

20 cause of the absence of any consistent p^enu 
Thus, the pre-menopausal woman also needs con- 
stant contraceptive protection. If one considers the 
mortaGty rate In the aging woman due to late 
childbirth, this/contraceptive need becorhes of 

28 paramount importance. Therefore, iri consideratioh 
of the appropriate hormone tiierapy fbr the' pre^ 
menopausal woman, attention rriust tie' focused on. 
the effects of such therapy on metaboBe paramf* 
eters as well as on reproductive target organs. In 

30 the pre-menbpausal woman it Is necessary that 
such therapy also t>e contraceptive. . 

In a first aspect, tfus invention provides a meth- 
od of providing hormonal replacement therapy arid 
contraception for a pre-menopausal woman, which 

35 comprises administering to a pre-menopaustf 
woman in need thereof a combination -dosage form 
of an estrogen selected from . 
0.5-2.0 mg. of 17^-estradiol, 
0.008-0i)30 mg. of ethinyl estradiol, and 

40 0X)i5^}i)60mg. of mestranol: 

and a progestogen selected from * 
0-025-0.1 00 mg. of levonorgestrel, 
0.010-0.70 mg. of gestodene, 
0.025-0.100 mg. of desogestrel, 

46 • 0.025-0.1 00 mg. of 3-ketodesogestrel, and 
0.085-0.35 mg: of norethlndrone, 
said combination dosage form being administered 
for 23-26 days beginning at day one of ttie men- 
strual cycle, followed by 2-5 pill-free or blank piO 

50 days, for a total of 28 days in the adminsitration 
cyde. 

In a second aspect, this invention provides a 
combination dosage form for hormond replace^ 
merit therapy and contraception for a pre-merx)- 
pausal woman, comprising a combination^ of ^ 
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-Gstrogon seloctsd from 

.0.W.0 mgj of tT^-Wadiol 

0.008-0.030 mg. of ethinyj estradiol, and 

0.015-0.080 mg. of mestranol:' 
and a progestogen selected from 

0.025-0.1 00 mg. of levonoijgestrel, 
. 0.010-0.070mg.of gestodene. 

0.025-0.l(N) mg^ df desogestrel, and 

0.025-0.100 mg. of 3-ketodesogestrel, and 

6JOSS<>J3i mg. of norethfndrohe, . 
s4id combinalibn dosage form being administered 
for 23 - 28 days beginning at day one of thie 
menstrual cyde. followed by 2-5 pill-free or blank 
pill days, for a total of 28 days. in the administration 
cyde. 

in the third aspect .the invention provides the 
use of a composition comprising an estrogen se- 
lected from 

0.5-2.0 mg. of 17^-estradiol 

0.008-0.030 mg. of ethinyl estradiol, arnl 

0.015-0.080 mg. (ol mestranol; 
and a progestogen selected from 

0.025-0.100 n)g. of levonorgestrei, 

0.010-q.070 mg. of gestodene, 

0.025-<^.lbO mg. ofdesogestrel, 

0.025-0.100 mg. of 3-ketodesogestrei, and 

6.085-0.35 fhg. of horethtndrone, ; 
for the manufacture of a dosage form for providing' ' 
hormonal rejplacemem therapy and contraceptidn 
for a pre-menopausal woman by administration of 
the dosage forni for 23 to 26 days beginning at day 
one of the menstrual cycle, followed by 2 to 5 pilh 
free or blank pill days, for a total of 28 days In the 
administration cyde., ^ 

A fourtii aspect 'df the invention provides a 
pack for providirtg hormonal replacement therapy 
and contraception for a prermenopausal woman 
which pack comprises 23-26 dosage forms each- 
comprising an estrogen selected from 

(a) 0.5-2.0 mg. of 17^-estradloi 
0.008-0.030 mg. of ethinyl estradiol, and 
0.015-0.080 mg. of mestranol;. 

and a progestogen selected from 
0.02M.100 n>g. of levonorgestrel. 
0.010-0.70 mgi of g6stodene, 
0.025-0.100 rrtg. of desogestrel, 
0.025-0.100 mg. of 3-ketodesogestrel» and 
0.085-0.35 rng. of norethindrona 

(b) 2 to 5 blank (mUs or otfier indications to 
indicate tiiat the daily administration of the 23 to 28 
dosage forms shouM be followed by 2 to 5 pill free 
or blank pill days. 

For all aspects of the invention the prefened 
estrogen is 17^-estradioi and the preferred pro- 
gestogen is levonOrgestrel. For all aspects of the 
invention a prefened dosage range of the estrogen 
comporient is: 

0.75-1.50 mg. of .17^-€Stradk3l, 



0.012-0.025 mg. of ethinyl estradiol, and 
0.025-0.050 mg. of mestranol; and 

a prefened dosage range of tiie progestogen com* 

ponent Is; 

9 0.035-0.085 mg. df levonorgestrel, * . 

0.015-6,060 mg. of gestodeha, 
p.035-0.085 rng. of desogestrel. 
0.035^.085 mg. of 3-ketD(tes9gestrel. and 
' O.OiO^.30 mg. of noretWndrwit. 

70 Fpr all aspects of the invention the preferred es> 
trogens are l7^-^adk)l, ettilnyl estradiol and 
mestranol; and the preferred progestogens are 
tevonorgestrei. gestodene, desojgestrel and 3- 
ketodesogestrel. 17iS-estradl6r and tevonorgestrei . 

16 are particularly preferred. Gestodene is also a par* 
ticularly preferred progestogen. A particularly pre- 
ferred combination dosage form for ail aspects of 
the invention is a combination 'in *whlch the es-. 
trogen is in a dose of 1 mg. of 17^-estradiol or an 

20 equivalent dose of ethinyl estracfiol or mestranol 
and the progestogien Is In a dose of 6.050 mgi of 
. levonorgestrel or an equivalent dose of gestodene* 
desogestrel or 3-ketodesoge8treL A furtheir particu- 
larly prefened combination dosage form for both 

25 aspects of ttie invention is a comblr^ation In which 
tiie estrogen is in a dose of 1 mg. of 17^-estradlol 
or. an equivalent dose of ethinyl estradiol or 
mestrand and tiie progestogen is in a dose of 
0.075 rng. of levonorgestrel or an equivalent , dose 

so . of gestodene, desogestreli or 3-ketodesogestreL A 
preferred course of administration for all aspects of 
the invention is administration o^ tfie combination 
dosage form of ttie invention for the first 24 days of 
the menstrual cycle and no dosage form (l.e. pill- 

36 free) or a blank dosage form for the last 4 days of 
the menstrual cycle. A further preferred course of 
administration for all aspects of the invention is 
administration of the combination dosage form for 
.the first 23 days of the menstrual cycle and rK> 

40 dosage fomi (i.e. pill-free) or a blank dosage fonn 
for the last 5 days of ttie menstrual cyde. The 
preferred doses equivalent to 1 mg. of 17/9-e»> 
tradiol are, approximately: ethinyl estradiol OJQIS 
mg. and mestranol 0.030 mg. The preferred doses 

46 equivalent to 0.050 mg. of levonorgestrel are ap- 
proximately: gestodene 0.035 mg., desogestrel and 
3-ketodesogestrel 0.050 mg^ and norethlndrons 
0.175 mg. The prefened doses equivalent to 0.075. 
mg. of levonorgestrel are,., approximately: 

50 gestodene 0.052 mg., desogestrel and 3- 
ketodesogestrel 0.075 mg., and noretitindrdne 0.25 
mg. Such equivalent doses may vary depending 
upon the physiofogicat effect desired and the assay, 
method used. 

55 An especially prefened method of the invention 
comprises administering to a pre-rhenopausal 
woman in need thereof a combination dosage form 
of 1 mg. of l7^-estr8diol and 0.050 mg. of levonorr 
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gestrel or 1 mgl of 'IT^stradio! and 0.075 mg. of. 
levonorgestrel for 23-26 days beginning at day one 
of the menstrual cycle, followed by 2-5 pill-free or 
blank-pin da^ for a total of *2i3 days in the admin- ' ' 
istration cyde. An especially 'preferred combination . a 
dosage form of the inventidri for providing hbr^ 
monal repiacement th^^y and contraception for a 
pre-menopausal woman comprises a combination 
dosage form of 1 mg. of • iT^-estradiol and 0.050 
. mg. of ievorwrgestriel or 1 mg. of 17^-estradlol and ro 
0.075 mg. pf levonorgestrel. said combination dos- 
age form being adrriinistered fof 23-26 days begin- 
ning at day one of the menstrual cycle, followed by 
2-5 pill-free or blank-pill days, for a total of 28 days 
in the administratibri cycle. For all aspects of the 76 
. invention, the preferred cycle of administation is . 
. adminfstrathm of tf)e combination dosage form for 
the. first 24 days of tf}e rnenstrual cycle and admin- 
istration of no dosage form or a blank dosage form 
for the last 4 days of the mertstrual cycle. Or. 20 
administratioo lOf the combination dosage form for 
. .tfte first za. days of the menstrual, cyde and no 
dosage form or a blank dosage form for the last 5 
days is also' preferred. A preferred dose of ethinyl 
estBdol eqidvalent to the preferred dose of 1 mg. 25 
of 17^-estradipl is 0.Q15 mg; The equivalent pre- 
fen'ed dose of mestranol Is 0.030 mg. The prer .■ 
ferred equivalail . doses of desogestrel and 3?' 
ketodesogeisirel wtiich are equivalent to the'pre^ 
ifiarred doses, of. tevorwrgestrel, namely. OJQSO mg. 36 
and 0.075 mg. are also 0.050 mg. artd 0.075 mg.. 
The equivalent preferred doses of gestodene to 
0.050 mg. and arKi 0.075 mg. of levonorgestrel are 
0.035 mg. arxj 0.05^'!]/^ 

It is to be understood that in this spedfjcation . ss 
and the accompanying claims norgestrel may be 
used In place of levonorgestrel, but at twice the 
stated dose of levonorgestrel The accompanying 
claims shouki be construed accordingly. Norgestrel 
is a racemic compound while levonorgestrel is one 40 
of the opticaDy acth^ isomers. Levonorgestrel Is . . 
particularly preferred. 

The progestogen levonorgestrel is well known 
and has been marketed in oral contraceptive for- 
. mulations (at doses of 0.15 mg. and higher) for 45 
many years. Its chemical name is (-)-13-ethyl-17- 
hydroxy-l8.1fr<finorpregn-4-en^20-yfv3-one. Nor- 
gestrePs common name is 17a-ethynyl-l8-honK>- 
l9-nortestosterone. Gestodene. deogestrel, and 3- 
ketodesbgestrei are newer progestogens in various so 
stages of cRriical development and use. The new 
compound, gestodene. differs from rK)rgestrel by a 
double bond in. the 15 position and is pro- 
gestationalfy active per se. whereas desogestrel is 
believed to be inactive as the parent molecule and ss 
is thought to undergo two metabolic steps for pro- 
gestational activity. Desogestrel is bePieved to be 
metatx)nzed first to ttie biologicaRy active 3/9- 



hydroxydesogestrel with estrogenic/androgenic ac- 
.tivfty and ttien to 3-ketodesogestrel, which has pro^ 
gestogenic activity; it differs from norgestrel by a 
meti^ylene group at position 11. Norethindrone's 
chemical name is 17-hydroxy-19-norpregn^^4-en-2(K 
yn'3-one. It Is also known as 18-norethisterone or 
norethisterone. Norethindror^ acetate may be used 
in place of norethindrone, and hence the term 
"nprethindrone* iri the accompanying claims is to 
be understood jas refening to eittier the free alcohol 
or Its 'ace^ate» • .. • 

17^He5tradiol Is the most potent naturally oc- 
curring estrogen in mamntals. Its chernical name is 
estra-1 ,3,5(1 0)-triene-3,17-dioi. 17)3-estradlol {or ^0-; 
estradiol) is its common narne. Ethinyl estradiol 
and mestranol are both synthetic estrogens which 
have an ethinyl group at ttie 17 position of the 
estradiol ring structure. Mestranol additionally has a 
methoxy group rather tiian a hydroxy group at the 
3 position of the estradiol ring structure. Ethinyl 
estradiol, and mestranol are used in oral 
contraceptive-formulations. The composition otf 
such marketed oral contraceptivies is shown, In Ta^ 
ble 15-2 on page 454 in Chapter 15 "Fertility 
Control and its Complications* by Bruce R. Canr 
and James E.Griffin in Williams Textbook of En- 
docrinology , seventh edition, (Jean D.Wilson M.D. 
and Daniel W-Foster M.D. (W.B. Saunders Corn- 
pany, Philadelphia, -1 985)*. . 

An example of a pack which may be used in 
, the fourth aspect of the invention or for providing 
the dosage forms for use by tfie patient in other 
aspects of the invention is a blister pack type 
product as is commonly used with oral contracep- 
tive products. Such product woukJ normally com> 
prise the appropriate number of dosage tablets in7 
sealed bftster pack In a cardl>oard, pajpert)oard or 
plastic sleeve with a protective cover or box. Each 
combination dosage tablet bGster container may be 
numbered or otherwise marked for the first 23-26 
days of the menstrual cyde. [as, for example, 
prescribed by the patienf s physician]. The remain- 
ing 2-5 (pilhfree) days of the 28 day administration 
cycle would contain blank-pills or unfilled blisters or 
other marking devices to assist tiie patient in fol- 
lowing the prescribed administeration cycle. The 
combination estrogen and progestogen dosage 
form of the invention is preferably provided as a 
tablet, caplet or capsule in a marmer known in the 
art Similarly a blank pill is preferably a tablet, 
caplet or capsule contairung no active hormonal 
agerits. Other oral or parenteral dosage prepara- 
tions or packages may be provided as known in 
the art 
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Ctolms 

1. The 1X88 of a composition comprising an 
estrogen selected from 

0^2.0 mg. of 17i5-estr8diol 
0.008-0.030 mg. of ethinyl estradiol » and 
0.01 &0.060 mg. of mestranol; 
and a progestogen selected from 

0.025-0.100 mg. of levonorgestrel* 
0.010-0.070 mg. of gestodene» 
0.025-0.100 mg. of desogestrel, 
0.025-0.100 mg. of 3-ketodesog8stref, and 
0.085-0.35 mg. of norethindrone, 
for the manufacture of a dosage form for providing 
hormonal replacement therapy and contraception 
for a pre*menopausai woman by administration of 
the dosage form for 23 to 26 days beginning at day 
one of the menstrual cycle, followed by 2 to 5 pill- 
free or blank pill days, for a total of 28 days in the 
administration cycle. 

2. The use as claimed In Claim 1 in which the 
estrogen Is 174-estradioL 

3^ The use as claimed In Claim 1 or 2 in which 
the progestogen is levonorgestreL 

4. The use as claimed In . Claim 1 or 2 In which 
the progestogen is gestodene. de8ogestre( or 3- 
ketodesogestreL 

5. The use as claimed in Claim 1 in which th^ 
dosage form comprises an es^ogen selected frorn:. 

0.75-1^ mg. of 17^-e$tradioL . 
. 01012-0.025 mg. of ethinyl estrscSol, and 
0.025-0.050 mg of mestranol; and 
. a progestrogen selected from: 

0.035-0.085 mg. of levonorgestrel. 
0.015-0.060 mg. of gestodene. 
0.035-0.085 mg. of desogestrel, 
0;035-0.085 mg. of 3-ketodesogestrel, and 
0.10-0.30 mg of norethindrone. 

6. The use as claimed in Claim 1 in which the 
estrogen is In a dose of 1 mg. of 17^-estradiol or 
an eqiivaient dose of ethinyl estrediol or mestranol 
and the progestogen is in a dose of 0.050 mg. of 
levonorgestrel or an equivalent dose of gestodene. 
desogestrel or d-ketodesogestrel. 

7. The use as claimed in Claim 1 in which the 
estrogen is in a dose of 1 mg. of 17^-estradiol or 
an equivaleht dose of ethinyl estradiol or mestrBnol 
and the progestogen is in a dose of 0.075 mg. or 
levonorgestrel or an equh^nt dose of gestodene. 
desogestrel or 3-ketodesogestreL- 

8. A pack for providing a hormonal replace* 
ment therapy and contraception for a pre-merK>- 
pausai woman which pack comprises 

(a) 23 to 26 dosage forms each comprising 
an es^ogen selected from: 

0.5-2.0 mg. of 17^stradtol 
0.008-0.030 mg. of ethinyl estradiol, and 
0.01 5-0.060 mg. of n^estranol; 



and a progestogen selected from 

0.025-0.100 mg. of levonorgestrel. . . . 
0.01 0-0.70 mg. of gestodene, 
0.025-0.100 mg. of desogestrel , ' 
s 0.025-0.100 mg. of 3-ketodesogestrel. and 

0.085-0.35 mg. of norethindrone 

and 

(b) 2 to 5 blank pills or other Indlcatlona to 
70 indicate that the daily administration, of the 23 to 26 
dosage fonns should be fbflowed by 2 to 5 pill free 
or blank pill days. 

9. A pack as claimed in Claim 8 in which the 
estrogen selected is 17^-estradk)L 
IS 10. A pack as claimed in Claim 8 or 9 in which 
the progestogen selected is levonorgestreL 

11.. A pack as claimed in Claim ^ in whid) ttte 
. estrogen is selected from: •* * 
0.75-1.50 nr>g. of 17^-estracfiol. 
0.012-0.025 mg. of ethinyl estradiol, and 
0.025-0.050 nrtg. of mestranol; and 
the progestogen is selected frorm 

0.035-0.085 mg. of levonorgestrel, 
0.016-0^)60 mg. of gestodene, 
0.035-0.085 mg. of desogestrel, 
0.035-0.085 mg. of 3-ketodesog8Strel. and 
0.10-0.30 mg. of norethindrone. 

12. A pack as claimed in Claim 8 In which the 
estrogen is in a doise of 1 mg. of 17^^«strac8ol or 

. an equivalent dose of ettiinyl estradiol or mestrariol 
and the progestogen is in a dos^ of 0.050 mg. of 
levonorgestrel or an equivalent doise of gestodene, 
desogestrel or 3-ketodesogestr^ 

13. A pack as claimed In Claim 8 in which the 
estrogen is in a dose of 1 mg. of 17^-estradlol or 
an equivalent dose of ethinyl estradtol or mestranol 
and the progestogen is in a dose of Q.075 mg. of 
levonorgestrel or an equivalent dose of gestodene. 
desogestrel or 3-ketodesogestreL 

14. A pack as claimed in any one of Claims 8 
to 13 which comprises 24 dosage forms and 4 
blank pills or other indications to indicate that' no 
dosage form or a blank pill is administered for the. 
last 4 days of the menstrual cyde. 

15. A pack as claimed in any orie of Claims 8 
to 13 which comprises 23 dosage forms and 5 
blank pills or other indicatiorts to indicate that no 
dosage fonn or a biank pill is administered for the 
last 5 days of the menstrual cyde. 

16. A pack according to Claim 8 comprising 24 
dosage fomns each comprising 1 mg. of 17/J-eer 
tradiol and 0.50 mg. or 0X)75 n^g. levonorgestrel 
and 4 blank pills or ottier indications to indicate that 
no dosage form or a blank pill is administered for. 

55 the last 4 days of the menstrual cyde. 

17. A pack according to Claim 8 comprising 23 
dosage forms each comprisir^ .1 mg. of l7^-es- 
tradiol and 0.50 mg. or 0.075 mg. d levooorgestrel- 
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and 5 blank pills or other indications to indicate that 
no dosage form or'<e blank pill Is administered for' 
the last S days of the.menstru9l cy9ld. 

Claims for the foDowing Corftracting Stales:. ES. 
GR,AT- 11 

.1. The use of a composition comprising an 
estrogen selected frofii 

05-2.0 mg. of 17^-estradiol 
0.008-0.030 mg. of etf^nyl estradiol, and 
0^)15-0.060 mg. of mestranol; . 
and a progestogen selected from 
• . 0.025-0.100 mg.' of levonorgestrel, 
0.010-0.070 irog. of gestodene, 
0.025-0.100 mg. bf< desogestrel« 
0.025-0.1 00 mg. of 3-ketodesogestre!, and 
0.085-0.35 mg. of norethindrohe, 
for the manufacture of a ilpsage form for providing 
hormonal . replacement, therapy and contraception 
for a pre-mehppausat. womari by admihiistratibn of 
the dosage fdffn for 23 to 26 days beginning at ()ay 
one of the hhenstruai cycle, followed by 2 to 5 piD- 
free or blank plH days, for a total of 28 days in the 
administratipn cycle. 

,2. The use as claimed In.Clainri 1 in which the 
estrogen' Is iT^-estradloL 

3. the use as claimed in Claim 1 or 2 in which; " 
the prbgesti|pen l^.levonorgestreL 

4. The use as cialmjod in Claim 1 or 2 in whidi 
tiie progestogen is gestbdene, desogestrel or 
ketodesogestrel.;).' 

5. The use as claimed in Claim 1 in which the 
dosage form comprise^ an estrogen selected from: 

0.75-1.50 mg.' itf IT^S-estradiol, 
0X)l2-0J)ft mg. of etNnyi estradiol, and 
di)25-0.050 mg of mestranol; and 
a progestrogen selected from: 

01)35-0.085 mg. of levonorgestrel, 
0D15-b,660 mg. of gestodene, 
0.035-0.085 mg. of desogestrel. 
0.035-0ii85 mg. of d-ketodesogestrel. and 
0.10-0.30 mg of. norethindrona. 

6. The use as claimed in Claim i in which the 
estrogen is in a dose of 1 mg. of 17^-estradlol or 
an equhralent dose of. ethinyl estradiol or mestranol 

■ and the. progestogen is in a ^ose of 0.050 mg. of 
tevoriorgestrel or an equivalent dose of gestodene, 
desogestrel or 3-ketodesogestreL 

7. The use as claimed in Claim 1 in which the 
estrogen is in a dose of 1 mg. of 17^-estradiol or 
an equivalent dose of ethinyl estradiol or mestrarK)! 
and the progestogen is in a dose of 0.075 mg. or 
jevonorg^strel or an equivalent dose of gestodene. 
desogestrel or 3-ketodesogestrel. 



8. A process for preparing a pack for providing 
a hormonal replacement therapy and contraception . 
f6r .a premenopausal woman which process com- 
' prises asspdating 
5 (a) 23 to 26 dosage forms each comprising 

. an estrogen selected from: 

. 0.5-2.0 mg. of 17^^stradiol 
Q.008-0.030 mg. of ethinyl estradiol, and 
. 0.015-0.060 mg. of mestranol; . 
fir . . and a progestogen selected from 

0.025-0.100 mg. of levonorgestrel, . 
0^010-0-70 mg. of gestodene, 
0.025-0.100 mg. of desogestrel 
0.025-0.100 mg. of S-ketodesbgestrel, and . . 
1$ 1).085-0:35 mg. of norethlndrone 

. with 

(b) 2 to 5 blank pills or other indications to 
indicate that the daily administratioa of the 23 to 26 
20 dosage forms should be followed by 2 to 5 pill, free 
or blank pin daya. 

. 9. A'prooBss as claimed Claim 8 In which 
the estrogen selected is 17^-estradloL. 

10.A process as claimed in Qalm 8 or 9 in 
25 which the progestogen selected is levonorgestrel. 

11 .A process as claimed In Claim 8 in which 
the estrogen is selected from: 

0.75-1.50 mg. of 174-estradi(4, 
0.01 2-0.025 mg. of ethinyl estradiol, and - 
so. • . 0.025-0.050 rhg. of mestranol; and 
tiie progestogen is selected from: 

0.035-0.085 mg. of levonorgestrel, 
0.015-0.060 mg. of gestodene, 
. 0.035-0.085 mg. of desogestrelt 
S5 0.035-0.085 mg. of 3-ketodesogestrei, and 

0.10-0.30 mg. of norethindrona. 

12. A process as clain^ in Claim 8 in which 
the estrogen is in a dose of 1 mg. of l7i5-estradiol 
or an equivalent dose of ethinyl estradiol or 

40 mestranol and the progestogen is in a dose of 
0.050 mg. of levonorgestrel or an equivalent dose 
of gestodene, desogestrel or 3-ketodesogestreL 

13. A process as claimed in Daim 8 in which 
the estrogen Is in a dose of 1 mg. of 17/9-estradipl 

45 or an equivalent dose of ethinyl estradiol or 
rriestranol and the progestogen is in a dose of 
0.07i5 mg. of levonorgestrel or an equivalent dose 
of gestodene, desogestrel or 3-ketodesogesb'el. 
14^ process as claimed in any one of Claims 

50 8 to 13 which comprises 24 dosage forms arvd 4 
blank pills or other indications to indicate that no 
dosage form or a blank pill is administered, for the 
last 4 days of the menstrual cycle. 

15. A process as claimed in any one of Claims 

55 8 to . 13 which comprises 23 dosage forms and 5 
blank pills or other indications to indicate that no 
dosage form or a blank pill is administered for the 
last 5 days of the menstrual cycle. 
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16. A process according to Claim 8 comprising 

24 dosage fonns each comprising l.mg. of 17^ ' 
estradiol and 0^ mg. or 0.075 mg. levonorgestrel 
and 4 blank pills or other Indications to indicate that 
no dosage form or a blank pni Is admlntetsiied for $ 
the last 4 days of tfie menstrual cyde. 

17. A process according to Claim 8 comprising 
23 dosage forms each comprising J mg. erf 17^ 
estradiol and 0.50 mg. or OJOfTB mg. of levonof^ 
gestrel and 5 blank pllto or other Indicatfons 1o to 
indicate that no dosage form or a blank pin Is 
administered for the last 5 days of . the menstrual 
cycle* 

f0- 

■ ■ . * .. *"■■..: ' - ■ ■ ' * 



20 



28 



30 



38 



40 



45 



so 



56 



7 



European PatBfit 

Ofric«.,v, 

n 



EUROPEAN SEARCH REPORT 



ApplicJtion nufneer 

EP 87 30 6174 



DOCUMENTS CONSIDERED TO BE RELEVANT 




CctsQory 


Otatien of decumtni wHh Indicate 
of laiMnt pamoos 


tocitim 


CLASSmCATIONOFTMt 
A>>PUCATK)N(lnLa.«) 


X 


EP-A-0 136 Oil (PLUNKETT 
.al.) • 

** Page 19, line 1 - page 22, line • 
6; clatlpia 1-15 * 


1-17 


A 61 K 31/565 


X 


UNLISTED* DRUGS, vol. 26, no. 10, 
October 1974, page 162q, 
Chatham, , . New Jersey, US; 
"Sophl'a-iA" 


1-17 




X 


UlttilSTED DRUGS, vol. 27, no. S, '^ 
September 1975, page 145d, 
Chathain; New Jersey^ US; 
f'Medlcon" • 


1-17 




X 


UNLISTED DRUGS, vol. 25, no. 10, 
Qptober 1973, page 160a, 
Chatham,. New Jersey, US; 
"Microgynon" 

. ' ■ .. . . ' ' . ■ ■ 


1-17 






TECHNICAL nCLOS 
SEARCHED Onta.*j . 






A 61 K 


X 


UNLISTED DRUGS, vol. 27, no, .12, 
Decemhier 1975, page 194a, 
Chatham, New ^eTSey, US; 
"Menophase" 


1-17 




X 


tJNL'lSTED .DRUGS, vol. 34, no;. 2, 
February 1982, page .29f, 
Chatham, New Jersey, US; 
"Trionetta" 


1-17 




• Tha prnmtn c»i fipoft fm tmn ^rmm up for >il ettUak ' 







THE HAGUE 



Data of complttion of tha aaarofi 

21-10-1987 



Examlfiir 

BRINKMANN C, 



CATEGORY OF OTED OOCUMEffTS 

X: pa/tlculaily ralavani if taiian alona 

Y : partlcutarty ralavam if comb^naC with anothar 

documant of tha sama catagory 
A : tachnoloQical background 
0 : noft-»ritton dt scioaura 
P : intermadiata documeftt 



T : thaory or prfncipla undartying tha invantion 
E : aarllaf patani documant. Out publishad on. or 

aftaf tha filing data 
O : documant citad in tha application 
L : documant citad for othar raaaoni 

A : member of the aama patani famf^. corrasponding 

documant 



European Patent 
Offica 



EUROPEAN SEARCH REPORT 



DOCUMENTS CONSIDERED TO BE RELEVANT 



EP 87 30 6174 

• *■ • ■ 

Page 2 



Category 



OUtion of documam with IndlcatlOfV whM* appropnai^ 



to claim 



CLASSIFICATION Of T>4a 
APPUCATX>W(lnta.4) 



UNLISTED drugs; vol. 26, no.. 11, 
November 1974, page 170b, 
Chatham, New Jersey, US; " 
WL-20" 



1-17 



TECHMCALRELOS 
SCARCMED(li!ta.4| 



npBrt ItM baan tfravn up for al cWma 



Placa of aaardi 

THE HAGUE 



Data of cocnplaticn of tha 

21-10-1987 



Ixmrifm 

BRINKMANN C. 



CATEGORY OF CITEO DOCUMENTS 

X : parttcutafty ratovant if takan alOfW 

Y : partlcuUrty raiavant tf combtnad with another 

documant of tha sama catBQory 
A : tachnoiogicaJ badiaround 
O: non-writtan tf tadosura 
P : inttmiediata documant 



thaoiy or prfncipla undartying tha invantiofi 
aafllar patant documeflt. biit publohad on, or 
aftaf ttta nfing data 
documant dted In tha appficatioa 
documant cttad tor othar raaaona 

mambar of tha aama patant family. correipondinQ-. 
documant 



